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- The MAILING DATE of this communication appears on the cover sheet with the correspondence address - 
-Period for Reply ___ ____ 

A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) FROM 
THE MAILING DATE OF THIS COMMUNICATION. 

- Extensions of time may be available under the provisions of 37 CFR 1 . 1 36(a). In no event, however, may a reply be timely filed 
after SIX (6) MONTHS from the mailing date of this communication. 

- If the period for reply specified above is less than thirty (30) days, a reply within the statutory minimum of thirty (30) days will be considered timely. 

- If NO period for reply is specified above, the maximum statutory period will apply and will expire SIX (6) MONTHS from the mailing date of this communication. 

- Failure to reply within the set or extended period for reply will, by statute, cause the application to become ABANDONED (35 U.S.C. § 1 33). 

- Any reply received by the Office later than three months after the mailing date of this communication, even if timely filed, may reduce any 
earned patent term adjustment. See 37 CFR 1.704(b). 

Status 

1 )K Responsive to communication(s) filed on 28 August 2002 . 
2a)D This action is FINAL. 2b)S This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
Disposition of Claims 

4) E3 Claim(s) 1-4.6. 10. 12, 15-17.24.28.32 and 52-55 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) Kl Claim(s) 1-4.6.10.12.15-17.24.28.32 and 52-55 is/are rejected. 

7) Q Claim(s) is/are objected to. 

8) K Claim(s) 1-4.6. 10. 12. 15-17.24.28.32 and 52-55 are subject to restriction and/or election requirement. 
Application Papers 

9) D The specification is objected to by the Examiner. 

10)D The drawing(s) filed on is/are: a)D accepted or b)D objected to by the Examiner. 

Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1 .85(a). 
11 )□ The proposed drawing correction filed on is: a)D approved b)D disapproved by the Examiner. 

If approved, corrected drawings are required in reply to this Office action. 

12) D The oath or declaration is objected to by the Examiner. 
Priority under 35 U.S.C. §§119 and 120 

13) D Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a)DAII b)D Some*c)D None of: 

1 .□ Certified copies of the priority documents have been received. 

2. Q Certified copies of the priority documents have been received in Application No. . 

3. Q Copies of the certified copies of the priority documents have been received in this National Stage 

application from the International Bureau (PCT Rule 17.2(a)). 
* See the attached detailed Office action for a list of the certified copies not received. 

14) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. § 1 19(e) (to a provisional application). 

a) □ The translation of the foreign language provisional application has been received. 

15) D Acknowledgment is made of a claim for domestic priority under 35 U.S.C. §§ 120 and/or 121. 
Attachment(s) 

1 ) ^ Notice of References Cited (PTO-892) 4) □ Interview Summary (PTO-41 3) Paper No(s). . 

2) □ Notice of Draftsperson's Patent Drawing Review (PTO-948) 5) □ Notice of Informal Patent Application (PTO-152) 

3) □ Information Disclosure Statement(s) (PTO-1449) Paper No(s) . 6) □ Other 
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_ DETAILED-ACTION- 

A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1.17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.114, and the fee set forth in 37 CFR 1.17(e) 

5 has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.114. Applicant's submission filed on April 1, 2002 (Paper No. 32) has been entered. 



Claims 1-4, 6, 10, 12, 15-17, 24, 28, 32, 52-55 are pending. 



10 Applicant's election with traverse of the species the mature form of OP1, MRI, and 

chronic diabetic nephropathy in Paper No. 36 is acknowledged. The traversal is on the ground(s) 
that there would be no additional burden to search all the species. This is not found persuasive 
because each of the species constitutes a separate search and are patentably distinct unless 
applicant submits evidence or identifies such evidence now of record showing the species to be 

15 obvious variants or clearly admit on the record that this is the case. Manifestation of similar 
symptoms is not evidence of each of the species being obvious variants. Attorney arguments 
cannot take the place of evidence. 

The requirement is still deemed proper and is therefore made FINAL. 



20 



Claims 1-4, 6, 10, 12, 15-17, 24, 28, 32, 52-55 are withdrawn from further consideration 
pursuant to 37 CFR 1.142(b), to the extent that they are drawn to a nonelected species, there 
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being no -allowable-generic orJinking claim.- Applicant-timely_traversed_the resriction. (election) 

requirement in Paper No. 36. 

Claims 1-4, 6, 10, 12, 15-17, 24, 28, 32, 52-55 are being examined to the extent that they 
5 read upon the species the mature form of OP1, MRI, and chronic diabetic nephropathy. Any 
objection and/or rejection of record that is not maintained and/or repeated in this Office action is 
withdrawn. The text of those sections of Title 35, U.S. Code not included in this action can be 
found in a prior Office action. Citations by the examiner are in an alphanumeric format, such as 
"(al)", wherein the "a" refers to the reference cited on the Notice of References Cited, PTO-892, 
10 and the "1 " refers to the Paper No. to which the Notice of References Cited, PTO-892, is 
attached. 

Maintained Formal Matters. Objections, and/or Rejections: 

Double Patenting 

15 Claims 1-4, 6-10, 12, 15-17, 24, 28, 32, 52-55 are provisionally rejected under the 

judicially created doctrine of obviousness-type double patenting as being unpatentable over the 
claims of copending Application No. 08643321. It is acknowledged that Applicants will file a 
terminal disclaimer upon the notification of allowable subject matter. 

20 New formal matters, objections, and/or rejections: 
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____ _ ^J0Jmm^RejectwmjrJ.SJaSC§XQ3. 

Claims 1-4, 6-10, 12, 52-55 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Kuberasampath (BB, cited by Applicants), Watanabe (x!8), and Glassock (v6). 

Kuberasampath (BB, cited by Applicants) teaches that the body's inflammatory response 
5 to tissue injury can cause significant tissue destruction, leading to loss of tissue function. 

Damage to cells resulting from the effects of inflammatory response has been implicated as the 
cause of reduced tissue function or loss of tissue function in diseases of the joints (e.g., 
rheumatoid and osteo-arthritis) and of many organs, including the kidney, pancreas, skin, lung 
and heart. For example, glomerular nephritis, diabetes, inflammatory bowel disease, vascular 

10 diseases such as atherosclerosis and vasculitis and skin diseases such as psoriasis and dermatitis 
are believed to result in large part from unwanted acute inflammatory reaction and fibrosis. The 
damaged tissue is often replaced by fibrotic tissue. See paragraph bridging pages 1-2. The 
immune cell mediated tissue destruction often follows an initial tissue injury or insult; the 
secondary damage often is the source of significant tissue damage. Humoral agents that mediate 

15 tissue damage are produced by adhering neutrophilic leukocytes. See page 2, full paragraph 1. 
When the interruption of blood flow limits the oxygen supply to the proximal tubular cells of the 
kidney the cells may become irreversibly injured and the ensuing inflammatory responses to this 
initial injury provide additional insult to the affected tissue (page 3, full paragraph 1). Where the 
patient suffers from a chronic inflammatory disease, such as diabetes, the morphogen preferably 

20 is administered at regular intervals as a prophylactic (page 13, lines 23-29). OP1 is among the 
morphogens useful in this invention (page 14, lines 1-3). OP1 comprises the amino acid 
sequence of SEQ ID NO: 5 (page 15, lines 1-2; page 102, SEQ ID NO: 5), which amino acid 
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sequenee_comprisesJhe_amino acid-sequencejojian^ 

present application. OP1 (page 14, line 30, through page 15, line 17) inhibits the adherence of 
LTB4 activated PMNs to endothelium (Example 5, pages 74-75), inhibits cellular and humoral 
inflammatory reactions (Example 7, pages 78-80), and inhibits epithelial cell proliferation 
5 (Example 10, page 86-87). Kuberasampath is silent with respect to the administration of OP1 to 
a mammal afflicted with chronic diabetic nephropathy. 

Watanabe (xl8) teaches that neutrophilic polymorphonuclear leukocytes are important 
effector cells in glomerular diseases, including diabetic nephropathy (page 209, column 1, full 
paragraph 1). 

10 Glassock (v6) teaches that monocytes (macrophages) are present in large numbers in the 

glomerulus and interstitium in many forms of glomerulonephritis and tubulointerstitial nephritis; 
interference with the accumulation of these cells within the kidney may ameliorate the clinical 
and morphological manifestations of the disease (paragraph bridging pages 1294-1295). 

Watanabe and Glassock do not teach the administration of OP 1 to a mammal afflicted 

15 with chronic diabetic nephropathy. However, it would have been obvious to one of ordinary 
skill in the art at the time of Applicants' invention to administer OP1 at regular intervals as a 
prophylactic to a patient suffering from a chronic inflammatory disease, such as diabetes, as 
taught by Kuberasampath, and to modify that teaching by treating a patient afflicted with chronic 
diabetic nephropathy, as taught by Watanabe, with a reasonable expectation of success. One of 

20 ordinary skill in the art would be motivated to combine these teachings in order to inhibit the 
adherence of PMNs to endothelium, and thereby limit the progression of diabetic nephropathy 
and ameliorate the clinical and morphological manifestations of the disease. One of ordinary 
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skill in_the art_would_h^ 

nephropathy and ameliorating the clinical and morphological manifestations of the disease would 
cause a clinically significant improvement in a standard marker of renal function such that the 
mammal's need for chronic dialysis is delayed or reduced. 
5 The invention is prima facie obvious over the prior art. 

Claims 1, 2, 15, 16 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kuberasampath (BB, cited by Applicants), Watanabe (xl8), and Glassock (v6) as applied to 
claims 1, 2 above, and further in view of Coe (zl8), Kees-Folts (yl8), and Jennerholm (u37). 

10 Kuberasampath (BB, cited by Applicants), Watanabe (xl8), and Glassock (v6) as applied 

to claims 1, 2 above teach administering OP1 to a mammal afflicted with chronic diabetic 
nephropathy and causing a clinically significant improvement in a standard marker of renal 
function such that the mammal's need for chronic dialysis is delayed or reduced, as discussed 
above. Kuberasampath (BB, cited by Applicants), Watanabe (xl8), and Glassock (v6) as applied 

15 to claims 1, 2 above do not teach examining the mammal by MRI. 

Coe (zl8) teaches that routine clinical evaluation is often sufficient to suggest that a 
particular syndrome may be present, but additional laboratory measurements beyond the routine 
are usually required to establish the diagnosis (page 1251-1252, paragraph bridging left and right 
columns). Diabetic nephropathy causes chronic renal failure and nephrotic syndrome (Table 

20 233-2). Proof of chronicity is provided by the demonstration of reduction of kidney size by 
tomography (page 1253, column 2, full paragraph 2). 
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.. . Kees-Folts teaches that^persistentnephro.tic ^ syndrome is marked_byinterstitiaLfihrQsis 

(page 365, left column, full paragraph 1). Interstitial macrophage infiltration has been identified 
in diabetic nephropathy (page 366, paragraph bridging columns 1-2). Further, in experimental 
glomerulonephri tides, abrogation of macrophage infiltration results in improved renal function 
5 (page 366, column 2, full paragraph 1). 

Jennerholm teaches that interstitial fibrosis was correlated to decreases signal intensity on 
MRI. The correlations found indicate that MRI could contribute to the evaluation of other 
conditions affecting the kidney (page 503, left column, full paragraph 1). 

Coe (zl8), Kees-Folts (yl8), and Jennerholm (u37) do not teach administering OP 1 to a 

10 mammal afflicted with chronic diabetic nephropathy and causing a clinically significant 

improvement in a standard marker of renal function such that the mammal's need for chronic 
dialysis is delayed or reduced. However, it would have been obvious to one of ordinary skill in 
the art at the time of Applicants 1 invention to administer OP 1 to a mammal afflicted with chronic 
diabetic nephropathy and cause a clinically significant improvement in a standard marker of 

15 renal function such that the mammal's need for chronic dialysis is delayed or reduced, as taught 
by Kuberasampath (BB, cited by Applicants), Watanabe (xl8), and Glassock (v6) as applied to 
claims 1, 2 above, and to modify that teaching by examining the mammal by MRI for an 
indication of fibrosis, as taught by Jennerholm, with a reasonable expectation of success. One of 
ordinary skill in the art would be motivated to make this modification because additional 

20 laboratory measurements beyond the routine are usually required to establish the diagnosis of 
renal syndromes, chronic renal failure and nephrotic syndrome are syndromes associated with 
diabetic nephropathy, proof of chronicity is provided by the demonstration of reduction of 
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Jcidneyjsize b^ tomography, persistent nephrojic syndromejs_marke^ 

interstitial fibrosis is correlated to decreases signal intensity on MRI, and MRI could contribute 
to the evaluation of other conditions affecting the kidney. 

The invention is prima facie obvious over the prior art. 

5 

Claims 1, 2, 17, 24, 28, 32 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Kuberasampath (BB, cited by Applicants), Watanabe (xl8), and Glassock (v6) as applied to 
claims 1, 2 above, and further in view of Brenner (ul8). 

Kuberasampath (BB, cited by Applicants), Watanabe (xl8), and Glassock (v6) as applied 

10 to claims 1, 2 above teach administering OP 1 to a mammal afflicted with chronic diabetic 
nephropathy and causing a clinically significant improvement in a standard marker of renal 
function such that the mammal's need for chronic dialysis is delayed or reduced, as discussed 
above. Kuberasampath (BB, cited by Applicants), Watanabe (xl8), and Glassock (v6) as applied 
to claims 1, 2 above do not teach loss of functional nephron units or reduced GFR. 

1 5 Brenner teaches the eventual impact of reduction in nephron mass is an alteration in 

function of virtually every organ system in the body (paragraph bridging pages 1275-1276). In 
the early stages of CRF, when GFR is reduced to about 35 to 50 percent of normal, overall renal 
function is sufficient to maintain the patient symptom-free. With further loss of nephron mass 
the patient develops overt renal failure. See page 1276, left column, full paragraph 1. 

20 Conservative therapy is initiated early to control symptoms, minimize complications, prevent 
long-term sequelae, and slow the progression of renal insufficiency (paragraph bridging pages 
1280-1281). Conservative therapy if initiated early (GFR > 40 to 50 mL/min) may retard 
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progression of r^al_dise^e^(pageJ2_8L left column, full paragraph 2),_ Bremerdoes^noJJeach. 
administering OP 1 to a mammal afflicted with chronic diabetic nephropathy and causing a 
clinically significant improvement in a standard marker of renal function such that the mammal's 
need for chronic dialysis is delayed or reduced. 

However, it would have been obvious to one of ordinary skill in the art at the time of 
Applicants 1 invention to administer OP 1 to a mammal afflicted with chronic diabetic 
nephropathy and cause a clinically significant improvement in a standard marker of renal 
function such that the mammal's need for chronic dialysis is delayed or reduced, as taught by 
Kuberasampath (BB, cited by Applicants), Watanabe (xl8), and Glassock (v6) as applied to 
claims 1, 2 above, and to modify that teaching by administering OP1 to mammal which ahs a 
GFR chronically less than about 50% of normal or less than about 40 or 50 mL/min, with a 
reasonable expectation of success. One of ordinary skill in the art would be motivated to make 
this modification in order to maintain the patient symptom-free, to control symptoms, to 
minimize complications, to prevent long-term sequelae, to slow the progression of renal 
insufficiency, and to retard progression of renal disease. The metes and bounds of "50% of a 
number" are not clearly set forth. With respect to the weight of a male or female, GFR, and 
nephron mass limitations, where the general conditions of a claim are disclosed in the prior art, it 
is not inventive to discover the optimum or workable ranges by routine experimentation. 
Furthermore, the prior art recognizes the loss of nephron mass as contributing to loss of renal 
function and recognizes GFR as an indicator of renal function and suggest treatment tied to GFR. 

The invention is prima facie obvious over the prior art. 
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Claim Rejections - 35 JJSC §112 



Claims 1-4, 6, 10, 12, 15-17, 24, 28, 32, 52-55 are rejected under 35 U.S.C. 1 12, first 
paragraph, as containing subject matter which was not described in the specification in such a 
way as to reasonably convey to one skilled in the relevant art that the inventor(s), at the time the 
5 application was filed, had possession of the claimed invention. Support for the limitation 

"wherein said mammal is not a kidney transplant recipient" cannot be found in the disclosure as 
originally and its introduction raises the issue of new matter. The specification teaches that 
subjects that are kidney transplant recipients are subjects in, or at risks of, chronic renal failure 
(paragraph bridging pages 11-12). 



The following claims are rejected under 35 U.S.C. 1 12, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 

Claim 17 is indefinite over the recitation of "50% of a number" because it is unclear what 
1 5 number is intended. The metes and bounds are not clearly set forth. 



Claims 3, 12 are objected to under 37 CFR 1 .75(c), as being of improper dependent form 
for failing to further limit the subject matter of a previous claim. Applicant is required to cancel 
20 the claim(s), or amend the claim(s) to place the claim(s) in proper dependent form, or rewrite the 
claim(s) in independent form. BMP1 1 fails to further limit an amino acid sequence having at 
least 70% amino acid sequence homology with amino acids 30-431 of SEQ ID NO: 1. 



10 



Claim Objections 
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Conclusion 



No claims are allowable. 



Any inquiry concerning this communication or earlier communications from the examiner should be directed to 
David S. Romeo whose telephone number is (703) 305-4050. The examiner can normally be reached on Monday through 
Friday from 7:30 a.m. to 4:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, Gary Kunz can be 
reached on (703) 308-4623. 

IF SUBMITTING OFFICIAL CORRESPONDENCE BY FAX, APPLICANTS ARE ENCOURAGED TO SUBMIT OFFICIAL CORRESPONDENCE TO 
THE FOLLOWING TC 1600 BEFORE AND AFTER FINAL RlGHTFAX NUMBERS: 

Before Final (703) 872-9306 
After Final (703) 872-9307 

In addition to the Official RightFax numbers above, the TC 1 600 Fax Center has the following Official fax 
numbers: (703) 305-3592, (703) 308-4242 AND (703) 305-3014. 

Customers are also advised to use Certificate of Facsimile procedures when submitting a reply to a non-final 
or final Office action by facsimile (see 37 CFR 1 .6 and 1 .8). 

Faxed draft or informal communications should be directed to the examiner at (703) 308-0294. 

Any inquiry of a general nature or relating to the status of this application or proceeding should be directed 
to the Group receptionist whose telephone number is (703) 308-0196. 




David Romeo 
Primary Examiner 
Art Unit 1647 



dsr 

November 16 ( 2002 



